Introduction
We live in the era of big data. Data volume doubles every 2 years and it has been estimated that every 2 days, more data are generated than were produced in human history up to 2003. The development of technology and new analytical capabilities, which allow the handling of large data volumes from different sources, have generated high expectations regarding the potential of big data for understanding the world and aiding in decision making [1] . Technological development is so rapid that it is difficult to imagine all the applications that may result from the analyses of the data that are generated globally every day.
A broad consensus exists concerning the vast possibilities of big data in research and in the optimization of medical care, improving their quality and reducing their cost [2, 3] . However, big data applications in the health sector lag behind those of other areas of knowledge, such as the physical sciences, economics, businesses or social networks, where data mining techniques are giving rise to unprecedented qualitative changes [4] .
Variability is the essence of biomedical sciences. In medicine, the heterogeneity of individuals calls for personalized decisions to benefit individual patients. Theoretically, the potential of big data in the field of health may be limited by increasingly personalized medicine. This paper analyses the potential barriers that may impede the development of big data in medicine and research and proposes ways of moving forward to generate a 'learning health care system' that aims to improve health outcomes for current and future patients in an efficient manner.
Barriers that may slow the development of big data in research and medicine
The main limitations of big data in clinical research and in medical care are well known and are related to methodological, technologic and legal factors. Among the methodological barriers, the low quality of data (incomplete data, lack of standardization) and the existence of an analytical methodology that remains insufficiently developed are most prominent [5, 6] . The biases inherent to the analyses conducted on databases (often used for administrative and billing purposes) have been widely described [7] . Obvious technical and analytical difficulties exist in managing a very large volume of data that is constantly changing and that resides in different repositories, along with frequent linkage and interoperability issues. A significant part of the data is 'noise', which presents challenges when the noise grows faster than the signal. Different databases with different degrees of quality and completeness generate heterogeneous results [8, 9] , which may increase the risk of 'biased fact-finding excursions' and false discoveries [5] . Finally, restrictions in access to databases and privacy problems are generating growing concern among experts [10] .
However, although the barriers mentioned earlier are important, a problem of even greater significance is hindering the application of big data in medicine. In the era of personalized medicine, the real challenge of big data is how to use large-scale populationbased analyses to benefit individual patients. This situation reflects the classical conflict between the objectives of clinical research and those of medical care. The purpose of clinical research is to generate generalizable knowledge that is useful for future patients, whereas medical care aims to promote the well-being of individual patients. Whereas clinical research seeks generalization, medical care seeks personalization.
The previous conflict is exhibited in the two most important movements that have emerged in health systems in the last decades: Evidence-based medicine and patient-centred medicine. Evidence-based medicine has its conceptual anchor in research, valuing evidence that results from experimental methods such as the randomized clinical trial (RCT), particularly when such trials involve large sample sizes. The primary objective of evidencebased medicine is generalization and development of clinical guidelines and the standardization of medical care. In contrast, patient-centred medicine has its conceptual anchor in medical care; therefore, its reference is the individual patient, a patient whose personal beliefs, objectives and preferences are, essentially, unique and non-transferable [11] .
The doctor-patient encounter as the link between clinical research and medical care
The worlds of populations and individuals must necessarily converge in the path that separates evidence-based medicine and patient-centred medicine. Every doctor-patient encounter represents the connecting link between the population and the individual, between clinical research and medical care [2] . The progressive implementation of electronic medical records (EMRs) may help to gradually blur the borders between research and care, contributing to the creation of a true 'rapid-learning health system' [12] in which each medical act has the double objective of generating and applying clinically relevant medical knowledge. This approach should produce benefits for present and future patients as follows: (1) the data generated in each medical act should not only be used to the benefit of that individual patient but also to generate knowledge potentially useful for future patients and (2) all of the knowledge generated through big data analyses should be applied to improve clinical decision making and to produce benefits for individual patients. Neither of these two goals is achieved at present: most of the information generated in each medical act is lost and it requires an estimated average of 17 years for only 14% of new discoveries to enter into daily clinical practice [13] . In summary, the individual and the population and the small data and the big data are the two sides of the same coin and EMRs are the intersection between small data (individual data, relatively easy to handle, used by the doctor in his/her consultation to personalize medical care) and big data (Fig. 1) . Figure 2 presents the 'circle of knowledge' and describes how clinical research and medical care begin and end with the individual patient. Each doctor-patient encounter generates data (small data), which are collected in the EMR. The sum of millions of small data gives rise to big data, which should be analysed and translated into information. The information is only useful if it is translated into knowledge and knowledge is only useful if it is used to improve the health of individual patients. One of the main reasons why big data have not fulfilled its full potential in health care is that small data are not adequately systematized to generate useful knowledge for future patients (research) and that big data are not used to improve health outcomes for individual patients (care). In the following sections, proposals are offered to attempt to solve these challenges as follows: (1) how to use small data to generate knowledge and (2) how to use big data to benefit individual patients.
How to use 'small data' to generate knowledge
Although low data quality and biases because of the absence of randomization are two of the main limitations of observational research, most efforts to increase the value of big data are oriented towards analysing all of the existing data through the linkage of different databases. Interestingly, the obsession of modern science for measurement (and biomedicine is no exception) has contributed to the transformation of tools into goals, promoting the idea that everything that can be measured must be measured and identifying quantity with quality and big data with 'reliable data'. Because massive amounts of data and very powerful technology exist, we have fallen into 'data-ism' [14] .
Initiatives to analyse non-structured data (e.g. the analysis of free text through natural language processing and pattern recognition) are more than welcome, although they are insufficient. The value of big data will be greatly limited if the data are not based on high-quality individual clinical data and structured formats. For that reason, it appears reasonable to redefine the present priorities, devoting greater efforts towards generating standardized and complete data that include both quantitative clinical variables as well as qualitative impressions of the doctors and the preferences and important variables of the patients [15] .
The lack of a control group and the absence of randomization are other important limitations of observational data, particularly when the objective is to assess the effectiveness of health interventions and to predict outcomes [6] . One way of overcoming these limitations is to integrate investigational efforts into clinical practice to conduct point of care research. For example, patients treated under conditions of typical clinical practice who met the specific predetermined selection criteria might be automatically identified to participate in randomized registry trials. The idea of conducting 'randomized database studies' combining the advantages of initial randomization (minimization of biases) and the advantages of the follow-up of patients treated under routine clinical practice was described for the first time in 1998 [16] . This proposal, which has been recently been considered as the next revolution in clinical research [17] , has been successfully implemented in recent years [18, 19] because of the technical developments of EMRs that allow the embedding of trials into regular medical practice. The United States National Institutes of Health is designing and conducting several pragmatic trials that exploit routinely collected data, including patient-reported outcomes, to quickly demonstrate effectiveness in real-world care delivery systems [2] . Another way to integrate experiments into clinical practice would be to conduct N-of-1 trials. This form of research has only been rarely applied 
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No big data without small data despite its clear advantages in benefitting the individual patients who participate in these studies [20] . The integration of experiments in daily practice requires important regulatory and cultural changes oriented towards decreasing the level of regulatory oversight and adapting the ethical requirements to the risk for the patients. Recently, prominent bioethicists have suggested that informed consent documents could be substantially simplified (or even suppressed) in the case of pragmatic trials that assess established interventions for which there are minimal incremental risks and burdens compared with usual clinical care (e.g. a comparative effectiveness study that compares two standard-of-care interventions) [21, 22] . In these 'low risk' conditions, the informed consent document could be similar to the simple consent document used in clinical practice, as the main distinguishing feature of these trials is that they replace clinical uncertainty with randomization [23] .
To eliminate the cultural barriers that exist between clinical research and medical care, it may be useful to realize that all research begins at the patient's bedside and that every medical act is structured similar to an experiment. The increasing use of EMRs might contribute to the elimination of walls between doctors who conduct research and those who do not, between patients who participate in RCTs and the 'real' patients who doctors see every day and between the clinical research form used in RCTs and the electronic medical history. In all likelihood, the real challenge to embedding research into daily clinical practice is not the technical infrastructure to implement randomized database studies but the understanding that, in the context of learning health care systems, a clear distinction between research and care should not exist [24] .
How to use big data to benefit individual patients
Among all of the activities that have successfully applied the analyses of big data, 'the key has been to go beyond aggregate data and link information to individual people' [25] . In health care, big data analyses have not been systematically transformed into benefits for individual patients. This is likely the main reason why the use of big data in medicine is relatively delayed compared with other fields of knowledge. Once new knowledge has been generated, it is essential to apply it to aid doctors in their daily practice in an individualized and rapid manner. EMRs will become much more valuable tools for doctors if they are designed for use in personalized medical care.
There are several potential ways of applying the knowledge resulting from big data at the individual level. Perhaps, the most obvious method is the use of decision-aid systems that help doctors in the diagnosis and treatment of their patients. Many of the present tools are linked to evidence-based guidelines and recommendations. However, very often, these guidelines are based on the results of large RCTs and meta-analyses containing information that, in theory, is applicable to 'average patients'. However, doctors do not treat average patients; thus, this 'generalizable knowledge' that may be useful to standardize medical practice is not the most appropriate to treat individual patients. Currently, the real challenge is to develop more 'personalized guidelines' that take into account the heterogeneity of patients and aid doctors in individualizing their clinical decisions [26] . Fortunately, new guidelines increasingly include tailored recommendations for subgroups of patients and examples are evident wherein the preferences and values of individual patients are the key drivers for the recommendation [27] .
EMRs could also help doctors identify 'anomalies' or unexpected results, test hypotheses and identify possible areas of intervention [25] . For example, predictive analytics may identify situations in which a given patient exhibits a high risk of complications or may detect the existence of characteristics that could predict a certain behaviour (e.g. risk of low compliance to treatment, high risk of adverse events or readmission) [28] . Patient support programmes could be linked to EMRs to help doctors handle particularly complex situations and optimize medical care.
EMRs may also be used to engage patients, facilitating shared decision-making processes [29] and more active participation of patients in clinical research. For example, EMRs could be linked to 'patient decision aids' designed to help patients better understand the benefits and risks of different alternatives and aid them in reflecting on the pros and cons of the different options [30] . With respect to clinical research, EMRs could include information about the selection criteria of ongoing clinical trials and information on the participant centres so that doctors might offer patients the possibility of being candidates for such trials. Finally, EMRs could contribute to adapting the level of information and regulatory oversight to the individual characteristics and cultural level of each patient. For example, the informed consent document could be adapted to both the level of risk of the study and the literacy of each patient. In the same way, the system could provide tailored information on the results of the study at a level of complexity adapted to the needs of the patient.
Summary
The apparent contradiction between the population focus of big data and the practice of personalized medicine contributes to the relatively scarce and slow applications of big data in medicine compared with other areas of knowledge. The technologic development and the implementation of EMRs may give rise to a learning health care system in which every doctor-patient encounter becomes the connecting link between the population and the individual.
To generate valuable knowledge, big data must come from high-quality individual clinical data. There are no big data without small data. EMRs may be used to integrate research into medical care, thereby conducting point of care research (e.g. randomized database studies). However, big data will not achieve its full potential if it is not used to improve health outcomes for the individual patients from whom the data were generated.
EMRs should aid doctors in personalizing medical care and contribute towards the engagement of patients in research and care. The continuous interaction between the individual patient and the population, between clinical research and medical care, between the world of big data and that of small data is an essential step towards achieving a true learning health care system.
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